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-{S&ta^k -0-<ffiK7*/i/*;^ - s -{gm 

T)V*)W -CO-M7M/K -N02&£R 5 &tf 
R 6 : IB)— XliS^cT, -H, -{E»77l<*-;W -C 
0-ffi»77Mr/K <fe.g>W±R 5 £:R 6 #— fici4rjt= 
Ck 



1 



(2) 



ftffl¥ 1 1-292877 

2 



TOW!*©*!!!] 

im&m i ] -j&ss ( i ) testis i .. 4 -ism® 
try K^^>p##x(i*©§^^ft£W§£ns 

[ft i ] 




(i) 



^;UXf± - > * a 7" ;l/*/k 

R 2 , R 3 &tfR< : |H]-XtiS*oT. -H, -ad^ 

-OH, -SH, -CO2H, -NR'R 1 , -C0 2 -fi 
«77l/*/k -CONR'R 1 , -NR'COHg&T'rt' 

->'^a7;l/^;l'Xfi-7" , J— ;K Rs&tfR 6 : 20 
IH-Xtig&oT. -H, -ig&TVi/^/k -CO-fflc 
&:r/i/*/k &sw;iR 5 £:R 6 #-#i:fc^T=CK 
R 7 RtfR» : |SI-X(iS*tjT. -HX(i-<a«iT;l/^ 

A : B&SttTi^Tfc<fcv^?n:7/l'*/k B&£ftT 

[it*! 2] w^«itH«oi, 4—>*g&ey kit 

^ttSEi. 30 
[«*S3] m&H 1 £tt<D 1 . 4—>*B^tfyKtf 

# i: S WS^X* J^xxf 5— fe* PlSiWo 

[000 1] 

RMWUfcHT*. 
[0 0 0 2] 40 

nso ^mofe^tca^fe snKafcaateLTT'sy 
7-f y ^-r*?-, y >m<o^y=f-z/mmmt.xsfu 

[0003] cft£{k^©ttUBt8/?(;J\ Sug^rfljftfc: 
*JV>T*fflBS(*37'7VS'>3 .5 -V^f? V y ir—V 

(cAMP) ©14S^T'fe57f-;l'»i'^7- tf£ 
ftttfbU c A M POftiWMS-P***^*^ so 



ix?7- tf (pde) &m^-tzct\c&omMfi<D 

c AMPjggf£r±^£-**\ Mii^TiSScDiR^igM-rs 
*><0T&5o (PW 69. 207-214 (1992)) „ iSBBSrt c 
AMPa&<D±J!l*« kjt^rilffiTfiiRffi^aJSJ^?!^ 

gC-rC^tffcl^ttTioD (Clin. Exp. Allergy. 22, 
337-344 (1992). Drugs of the Future. 17. 799-807 
(1992)) , «mffi«©3t#t^5?6Tfe5 0 

[0 0 0 4] LfrL&*<£, ^>^>mmwn!k&^ 
T j p&foftmm<D'£m&Biftm*:&m?z££ o. c yc 

lie Nucleotide and Protein Phosphorylation Res.. 1 

0. 551-564 (1985). J. Pharmacol. Exp. Ther.. 257. 
741-747 (1991)) , pmWMl±fimft*<£t s P? 

-fSCt#£l£*l-n^So — PDEtt'>%<ct>I 

3?.(i«^{C5gl/^feSC £#ft?B.§SnT#fc (Pharmaco 

1. Ther.. 51. 13-33 (1991)) „ WffC IVSi© P D E 
5t*U*^K©4>T?fc^7Vi'>3 .5 -+r^y -y*- 
y >S! (c GMP) tcffrBfSCi:&<k cAMP^i 

[0 0 0 5] IVl* P D E BH^jSUfci. *;ke*y He 

fcttSMIiCRrjifii/hKS'&ftB^c <fc SfcF&BSiSiEtctt 

U SPftJflUB^r^L (Eur. J. Pharmacol.. 255. 253-2 
56 (1994)) . &W3tfr<E><Dmm&m£i (MB P. EC 
P) OffiMZWlffl-tZ (Br. J. Pharmacol.. 115. 39-4 

7(1995)) ct^se^ntv^, 2P>iciKss*&ie (t 
x* = >\ /^'jx ltd4) \c&2>fmwmmv> 

i&.mc*iLWlft\ttm%:7ji-?££ (Br. J. Pharmacol.. 1 
13. 1423-1431 (1994)) , ^&lCgig < Bfl-^r S fSt>n 
T<^S-y--f hA-O^feS I L-4©M«:ffift«i: 
i: (J. Invest. Dermatol.. 100 . 681-684 (1993)) . 

•?&£t (Fundam. Clin. Pharmacol.. 6. 247-249 (19 
92)) , %jm®®mKttLT9il%Wm*7ik'?C£ (Eur. 
J. Pharmacol.. 275. 75-82 (1995)) tf&f^ftTV 
So iot, IV^PDEffi^SiMIWfflcD'>^V^Jiljfe 

mit * o «s c £##i£f£tt-n^So 
[0006] tm&ttmtttrrzvv v^'jymmw 

£ LT> T:£T^£nSft^tf EP8864^£$8fc:$8 2 ££ 

nxu^So 

[000 7] 
[Ik 2] 

[0 0 0 8] ^ A li^>-tr>SXti: 'J 

Rii±fi«s**rrs:7x-;i/a*\ r 2 «*^> t 
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hSSf*fii*xf^ffl«rWrS [2.3-b] \£V¥\£?i?>-2. 
3-^>^#f4:* < W092/07847^SRO : W095/18616^1^ 

CO 0 0 9] 

lftmi>W&V2io£?Zim] *5M}%mit. iv^P 

%> C £ * g ffj £ LXmttt'n o fco 
[0 0 10] 

[SJg*fi¥&-rSfci6<D3Ma] *^#^(±, IVg/PD 

«£*co ivs p d e sissy £ itm&*± < mic-r s 

1.4- v^HSl e y K e ^ 5> >«3lf*#&$?;fr-DgJRtfJ 

* iv§u p d e issmBSr^nr s c £*n.m u *&wtt 

^figLfco TIB-)SiC (I) TiSti 

3£i3t& 1 , 4 —>*Sat! y K tf ^^^p^Xti^O 

[0 0 1 1] 
Lit 31 




(I) 



[0012] (s«p©iB^«J-XTojti*^^-ro r 1 : 

fct-S^QTVl/^/k R 2 . R 3 fi.tfR< : Ir)— 5TJiSfc 

t/v^m -s-i&mr/^/w -co-wsjcdv* 

fl. -NOz, -CN, -OH. -SH. -COzH, - 
NR'R 8 , -C0 2 -ig)ST;l/+;K -CONR'R 8 . 
-NR 7 CO-<g«i7';t'*;k -: ^^n7;V*;l/X(i- 
Ty— ;K R s ;&tf R 6 : fs|— Xttg&oT, -H. -(& 
IRTVl^k -CO-ffi&T^/k feSVMiR 5 i:R 6 
*><— W£^X=0. R 7 &t/R 8 : IB)— 

/k B&sn-c^Tfe<fct^7y— n^siSgssnTv^T 

fe«fct^^a7 , y-;W WTIr1«I 0 ) 
$fc. ^fg^K^ntf, 1. 4-^B^kfy 



\c ivgu p d e isssiJ2Ns«;*n£o 

[0 0 13] 

/l/j fcLTfi, »$b<{i^*fSi~3ffl©T;i/*;l'T* 
fcLTfi. »$L<t±^»l~3<SOr 
T*&3„ ri/^D7;^;l/j Ht, fftL<li^i»3~ 
it. »$L<aKiS5~8l©->^n7;l/y-/l/T-fe 

s„ rzy-zi/j c±, mm&6-~um(D55WWim<t7}<.m 
-;1/J it. K^H^ e^n^&^^ii 

^fr^SH^Hi?*: 1 ~2pwrsm^©5~6H5? 
20 [0 0 1 4] e&^ftTV-'Tk.fcV-' r->^nT/l/3=- 

;Pj . r->^D7;i/yx;i/j , rzy-/kj x& r^-r 

n7"J— ;kl ©JlttWfcB&gi: LTt±. -/\ufy. 
— (SSSr/l^/k -0-{5«77l/*/k -s— (6il5T;l/ 

-CO-fSSSTA^/k -NOz. -CN. -O 
H. -SH. -COzH, -NR'R\ -COz-fgSST 

-conr*r\ -NR a co{g*877i'3vkb< 
^fe>n (R^rjRxti, m-5um&r>T-Hxi±- 

30 ^"o 

[0 0 15] *5IWk^%«SS6«<Offi®tcJ:oT{±« 

*«$J8««»)» CtlJCS^< (R) tt, (S) 

[0 0 16] *«W{k^*tt, KftiD^XtiB^SOS 
m\c&r>Tl*&m£<Dm:Bf$.-?Z>mf;*>&Z> a frfr* 

it. mm. mt>mm. 3^{k7k^ mm. mm. y 

-rn^i?, u/^m. 77/* v-Cb^g?. 

vzszim. m&m. ?^>m. *?yx>m>m. 
x.z>7.j\<*ym. TX'<?¥zsm. ffri* s.ymm<D 
mmm£(omimm. -f-hwi*. uvvi*. 

ymo&mmm £ corner y^-t> Amm^mif 
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[ooi7] m&m *miit&toms*:<Dwm&m 



g£LT«0!l*.tf^y-> (Greene) SlZfVvV (Wut 
s) if, TProtective Groups in Organic Synthesis 
(J5I2IS) J K|2«<D«HS^lfS<li:^T*#, Cn 

mi mm 

[0 0 18] 
[ft 4] 
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l' l' 





[0 0 19] L>RtfL2(i»J»S^-r o VCF 

raau ) 

*iaa(±^7'5yeu> ? >-ii3»i* (id ic-ass (n 

I) t?^*n§7'^;Wt^SJS5-e-Siii:tc < fe'?*^ 
flHffcd* (I) **§£73 8n?;&S 0 *E«tt» 

»f* (w) %—Bmmi,rcmcfflmB.fcictti,Tt>. & 

[0 0 2 0] £/&i$^Dd^*> % i'^DDI^X 

7^;k rt-7tKD77> (THF) . if**V>m<r> 
x~r/Hg|, K.N-^f/WA/SF (DMF) 

mTicfit>n% 0 siSfc^LTfi, ->*z^ytfu^>si 

(II) £Ti/)UtM (III) t*IISL<B-S 

^-ii^jtfflv^ c ttfx-z. mmm& ($?$ l < it, h- 

yx^/UT'-i/. tf'jS^ 4-(N.M-->7f;l/75/)k! 

KiA'J'JL) Xii^MlSiSS (7k*fb-7-hU>>A, te 
rt-yh*->AU^A> ff-JWf-VL^ *)?-*JL&<{ 
yynW75R th^A75h\ ftft^^v^ 



fg2§a?£ 
[0 0 2 1] 
[ft 5] 
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0) 



-R 8 



[0 0 2 2] OS*, L't±L> 4:|Bl^<0ffli^S^-ro ) 

jmrnimmt-etvn oo titsva (vd 
zcMc&Kt^wit&m (i) ^w^^ffiT-feSo s 

\ t m<D%.fcic^igfe%;mmm&*. it&va (v) 
tfb^a (vd t*)%m&z>^i*-?;*m>mm^T. 

fc?ft>ns 0 ±iB©ii»{b^r (id it. Tiesjs^r* 

[0 0 2 3] 
[ft 6] 
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(1) 



O/kJL, , H 
<2) ^ 



NH 



R' 
(3) 



FT 



"NO, 



R' 



R 1 — NH, f^Y'N^ 



(6) 



R^N^NH (a«)=0 "V^N^NH 

R a JUL («) * r 3 JLJ-nh 



R' 
(7) 



R 

(0) 



[0 0 2 4] (5£*. RttiaftT/l/^/l/*, A' (i, A 

^n^n^-To ) 

isfcft^* (id a. 5 y if y>>- 

m« (7) tc-SSS (8) Testis #/i/#x;Wb^i 

£KJS2-£SCi:l;:.fcO#'~>nSo SjS{±StcWT;1/^ 

So 

[0 0 2-5] (7) =.huT5.y^Vi^>m 

mwr*&%*rm (6) ^iSTt-rscii: en 

5. SJSfctflHtt (6) %r;V3-;H, x-x/l^ 

T-ti, *R8#: (6) ^TkXttT/l/n— /Mff©*«*fca: 

-trrftfrtt&o (6) tt, r:hneys?>«aM* 

T?»«4>Hft: (4) fcrsv (5) ^KJSS-tf&CfcK 

+w* (4) (5) fcsssfcsvci 



So 

Co o 2 6] *fH{* (4) a, -hntfy K>a9fre 
SSfllltt (3) frf-i^nSo EJ6tt>\ny:/ffcflMfc 

~*n^TicfTt>tiSo «in&os*SKi5LTt±, tata^r 

^*x/K **5/*6ftU>, Hig{tl>>\ £«{fc'J>\ 

Tliffift* * >>01/5fc=.7l\ ^{bx^>X7l/*x/K ^ 
(fc-O-tf >x;l/*— /K &{k P - h;l/x>x/l/*x;j/^ 

mifznzo tpm& o) «aci-xhar-tr r-rs k 
(2) t-iiss: (i) -e7K*ns*;^-;Hk^r^K 

so jS2-£SC£{C«fcD*§P>ttSo KJSt±0!l*.fcf J. Org. c 
hem.. 23. 113 (1958)^^15^0771*^^ CTtffctl 
So «*Wfc£* CV) tt^cOSS^fC^^tlSS! 

ffi&S l,^i^4U:Jg C/cTjffitC * (3 ^T'#S 0 
CO 0 2 7] 



R 3 



MM _ 



R" 

(9) 



MH 2 R^Sf" 1 ^ 



R" 
(10) 




C(k7] 

(11) 



NH 2 

(12) 



q n", . h r 5 



R* 

(V) 



CO 0 2 8] OS*. PttOSS** L'ttL'tltgtS© 
HfWfc^* Cv) ti, H^fb^i (i ia) ^MtemiSjj* 



dia) ifp^i* (id Rmtem d2)tffl 

v\ BtJIB^Kf* (4) fre> (7) ^-a-^-rs^tei:^ 

tcLT§SaiT-#So *fffltt (ll)tt, *R5te (1 0) 
«:SandmeyerSJS{i:^-rci:tC«fc»3#C,nSo SJS«San 
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(Mundy) F (Ellerd) TName Reaction 

s and Reagents in Organic Synthes is J S&SIHJ^X 
■f — (Hassner) RtfX^V— (Stumer) TOrganic 

Syntheses Based on Name Reactions and Unnamed Rea 

ctionsj micmw.nfim&mifibtiZo a o) 

«, ffc£» (9) <DT5.sm*Umisfc&. -buft 

[0029] ±m^mmc&!)mc>t\rcfc&£.]m 
tt&tk am. hiss, «i>BThy57-f-«oi 

[0 0 3 0] 

[f8m§©8&S] P D EPl*f^ffltCOV^T(iiin$-T?tC I 
M*#t?) , SteSmjSlfc, JftifcttSllL fi£A<¥9iSI& 

&mm (ards)^) ©^-?&3esiji:bT*fflT-fe 

[0 0 3 1] Sfc, ^^©{fc-g-^ti, IVSPDEcDM 30 

(IL-1, IL-4, I L-6MTNF (H«@5E 

*\ iftHttASfife, *n->*j5i, HJufcffi, HJuJiffitta/a 

i"y*->a-y?ffif53¥, Wife, JJBfc, iSSi GJfflffiRtf? 
f/VX) . *9FF£ OtvP^ KB/R^ft, ARtt, SB 

[0 0 3 2] *«Wft««©aHR«n«!P D Effigffitt 

at, WT©ia»Jci»)SiB*nfc, 40 

(1) IVSPDEHBSffiHJEKUft 
1) IVS P D E <Df!§¥ 

{iSAW'N/^U >MajS*«lfll500 mUCx^X r-^> 
(3%) £S:tefck200 Bl«SttlU 37*C, AQftM-4>* 

*HJRU lgBt&tt, VcWkl&ffiWiK (140 mM NaCl . 
5 mil KC1. 5 mMy/l/3— X. 10 mM hepes . pH=7 .4) tc 

/i, 450G, 4o#rasiST-ii;L.u mmm^mtm&m^- 

ifc*7>IBLft. SS^iB^ig®ffiB (140 mM NaCl. so 
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5 mil KC1. 1 mM CaCfc . 1 mM MgC b . 5 mM 
X. 10 mM hepes. pH=7 .4) T? 1 lsli$feitM&, &®ga# 
8?S^£i^£U (50 phenyl-methyl-sulfonyl-fluori 
de. 5 /xM peps tat in A. 40 /iM leupeptin. 20 fiU apr 
otinin. 2 mM benzamidine) ^r#tf^®?SC (20 mMBis 
-Tris. 5 bM^^-XUXU r-— /I/. 2 mM EGTA. 50 mM 
Rtth^A, P H=6.5) #y 
^&«»«it?*fflfla%®@b. jffigfe (4"C. 100.000G. 6 

[0 0 3 3] MWi&CT'SP'&itZtircl .6X10 cm Q-fe 

7ra-x*^Ajc, ffenfcRr^tt^a^TtaLTco 

^^T*S*7A*g®ffiC300 ■ n*ft»U JfcK-&g& 
£fifc£Lfc„ 0 .05-1 .25 VffiMi- b >J •> A<Oi!gJg&jE?8 
£r3-*rr£igg»gC200 ml^TPDE^SU 5. 
0 m l^-a40*^rlHllK Lfco c AMP RZf c G M 

Pf^l«PDE}S'tt(COV^^L/-Co ^ItcGMP 
T?ti£< c AMPtQttBttSteSr^U fro, 10 /xMaU 
A (ro 1 ipram : D/M P D E jURftPIgftJ) tc<fc OR 
tfgtt^rS^ L jfcifc. Vim P D E 

[0 0 3 4] 2) R«£1£8I£S 

KKf bd4samaosft«4o dm h y x- h c i ( p h=s . 

0) „ 5 mM MgCb, 4 mM 2-^;l/A/bX^/-/K 0.3 
/iM->nX?5F (cilostamide : III^PDE^WWffl 
S^) , 1 /illcAMP, 10 niPH-c AMPStflV^P 
DEK=«5j§fgO#WLTV'5SfSil-&?S4't?30lC, 10^ 
BBSS*ft. S)S?S«r90 , lCl»P^0^L/-c^ 
U MtC 1 3.x -y hC05 -7 ^ ls*=?#— S%*0X.30 

t:. loa-KSJS^-ar, ^^y-;n mP&ftn^SJ&^it 

*-&7Co K/6ffit±Dowex lx8*^A«:jlL^(SI5l«r© 
»^-ti:/-ctt, mtm^m^.Lrc a ICsoC±IVSPDE 

[0035] (2) ^spDEcwr^fB^assiiffia 

1) *^{r:^%|£OIVSPDE{cW-rsg»?tt«:fFffi-r 
Sfci6tC, W097/19078^37MtC|e«<D^iffi^|BlfillC L 

tie iisj, umRif\§npDE^mmi>rco 

2) ffiSgtttt, tulBIV^PDE|5lSjS1SjH!l^O0.3 
/jr>nX?= K^rlO /iMD'J y^Afc^r. I^«t;: 
ffofco fcf£U V^ J PDE<D^fi, 1 /tMc AMP, 
10 nM 3 H-c AMP**nfm /jMcGMP, 10 nM 3 
H-c GMPCttxTfTofco ±IBH*SttjfJ^SSK<D 

^m, *ftwfc&foi±®titc.msm vm p d e 

[0 0 3 6] ^fgWffc^X&^OiMcD l SX(i 2S« 
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0.001 mg/kg7iS 100 mg/kgg&tr&t), Ctl^r 1 

T#as«#^ti5J&^a, Jim, ^Anaa/fc'jo.ooi 

mg/kgTbSlO mg/kg€>®BT* 1 BtC 1 JU7bS«&ls]JS:# 

0001 mg/kgJiSl mg/kg<D®SB-!? 1 BfC 1 H171)M1£&Ie] io 
13#2ft. ^*P©*&«0 .0001 mg/kg71Ml mg/kg<9® 

CO 0 3 73 *^tc,fcSiSPS#«Drci?)<D@t*fflfiK%l 

X, l&fgJI-tr^n-x, r^>, #y l£x/l/if ny K 

*n«> 0»J;Lff XxT y >"*2>(D J: 5 ftWIM 

h-X©,fc?fc£56{fcSiJ. ^^^^KXtiZXAv^ 

kf;Mr/l/n— x, Kn*->yn lf;M f ;l/-b;l/n-x 

[0 0 3 8] igPJS#(9fc#©ffif*ffifi!i»±, Xffilttlc 

*s'/wwff*d*, -i&WK/Bv^fts^ttfci&siK 

co o 3 93 #«pa#ofci&oa«fflfc ura, &a 
So *tt©jsagw, aawwtbTtt, ft*.o&ftM§fts 

Curtis PJAtfyntrix^^y 

dfyn— ;K rifto* 3 fttttttiA. x*y— ;MD 40 

J:?47/Va-^ #yy;l^-f-80 (jg&g) 

C€>.fc?ftffi/£ ! B!JSi, ^e»fcB5SSiJ> SAM* a 

u m.mm^mma(.^.\,tmm<D&.mmmm.^mm\,xm 

C00 403 so 



Rex : Ex : Hfi&fllS^ Co : {fc£4MH», S 

olv : NMR<OS!l^}§^. c-Pr : tf/l/ x c-Pen : 

i/^U^-ytf-)],. c-Hex : □'v*-->/k c-Hep : 
D^y^;K Py: IfU^/K Pym : t?y Si/— 7l/, ThN : 
f-ySVfo Th : fx-;l/„ 
COO 4 13 ##0ffli 

T< T^ft^7xx/l/*x*y/l/tSJS^ x*y-;l/ 
i:KJS£-t*\ 5-Xh*;/#rt/#x/l/7'5y-2-**ybtf 
•J C ft*&6Sg£&tf IBimS&c it)-hn 
{CUT, 3-i h*->*yW-^75y ;l/-2-r |- 
nl?y^>*#fcp £6fc. 2Nzk&{fc-J-hy^.Mc < fc 

0 Bft£g<&, ffiffig^ h y •> ARtf my ft* -f^^Tk 

JgfS^ffl </ ^SandmeyerSJStC L T, 3 - y □ -6 - * =f- 

;l/-2-xhnif *) 'Jz/^mtzo cti*, 3-7nt 

7--y>tsjs*-ti:. x*y-/k «abkKcnBn»«ffi 

fS2-B:4-(3-rn*yiX/l/)-7-y^;bt?y K[2.3-b]k! 
•^i^y-a ,3(lH.4H)-^>*#fc 0 
CO 0 4 23 ##0«2 
aci-rhu7-bh75 KT^^ex^A^, 1 ,l-->*y h 

T, 2-^an-6-^^l/-3-xhatfy^>^-#fc 0 eft 
£x^/b:T5>zkS?$4'5J£;£-y\ 2-x^;l/7' = y-6- 
^f;l/-3-rhnifiJi/*v?:f, ^ P.lclOV^v^AK 
*#feT, 7jc^kS/S^-li-, 3-7 5/-2-if/l/75/- 

6-j?«^nfy^>^»fco 

#fM3 

tfTWRf t h u r-t h *s/*^*^ h y VKhKfiM. v 

T, 2-7'nt-ii-->^D'\+v';l'-N-(2-xf;l'75/-6- 

y. -3- tr y s^w r-tr h r 5 K^r^/fco 
co o 4 33 i fciBisiicLT, mum. i {c^-r# 
#0O4~i o<o{b^^ m^m2tmmici,r, mi 
m.2iC7n-?m%mi iscf i 2<Dfb^^r^ft^ft^ 

/£o ##P 1 RCf 4 ~ 1 0 Ofk^J^^jgR^NMR^- 
IC, ##002, 3, 1 1 Stf 1 2 (Dlt&®l<Dffi 

m%.zmsR7-2*m 2 {c^ft^ft^-r 0 

coo 4 43 SIS60IJ1 
4-(3-7nt7xr;b)-7-^f/Hf'J K[2,3-b]kr^^> 
-2.3(lH.4H)->?*>400 mg<DDMF^fg5 mUCtert-y 
h+i/*'J >>A150 mg, 3>>{l:x^-7l/0.1 ml^rin^., 1 

SU ^e.ftfc^S^r^yAy^^A^n-v'h^y 



^jccT aa/ah ^ic r*r*mr 



(8) 



1 1-292877 



13 

^V^PVf^x-^/bcfcO^SLT, 1-(3-7p^ 
7 x x;l/) -4 -x?-;l> -6 - * \f V K [2 .3 -b ] bT ^ s> > - 

2.3(1H.4H)-^*V156 mg^rff/co 

[0 0 4 5] *SB0O2 
3-Z ^ y -2-X^;l>T ^ 7 -6-^ fc? V &>75Q mgOBt 
&20 mliSffitC. i/*W\*VS>0.B2 m l&tfTkfgft b 
UT-lr h^->^^^hU^A977 mg^rfta*. ^iSTl 

^ y -2- x^r ^ y -6-* if 'J Vyttmtco m 
^>1.66 miRtf^'Ji^oU F0.52 ml^rac^T*P 

»^»cSia*-e»iaL4W6i»n«#bfeo sis 

DSSSJILT. i-i/^n^->;l/-4-Ji^l/-6-y 

^;l/t?U H[2,3-b]tf^>?>-2.3(lH,4H)-^>599 mg 

[0046] ^ss#j3 



14 

3- n^T-fe^/i/) T ^ y -2-x^;l/T ^ y 

eU^>550 mg. «I*KK*U»>A214 mg&tfT-fcbx 

MJ /M0 mifi^»*> i7»PJ4oJ»3BiKUfco 
T*iat, l — $/*n^*s//l/-4-x*7l/-6-**7l/-3.4 

-Z/M Kne'J K[2.3-b]lf-5^>-2(lH)-*^*it&ifi 
*»fcLT»fco Sffl:^*a«x^/l/fc»»U 4Nig 
10 K-»S!x^;l/*Sn^fco iS«*B*U Senegal 
«r^^y-;l/-»Kx^;l/J:0lf^SbTl -S/jro^\+ 
->;l/-4-x^;P-6-y ^;l/-3 FntfU K[2,3-b]tf 

tmmici,T. mdM 4 K^t^asm 4 ~ 1 0 <D<t&®} 

Se»«2kH«fc:UT. «»a4h:^'r*»«li 1 

— 1 4 o<k'&«**n j E f n»fco *ss0B 1-14 oft^ 

Vacom&J&Tfm.iRT—Z&S. 3 — 4 tc^-To Sfc. ^5 
[0 0 4 7] 

H 



XCC 

6- 



Rex 


R 2 


X 


NMR (DMSO-d*) 1 


1 


Me 


3-Hr 


2.41 (3H, s), 6.64 (1H, d, J=8.3Hz), 6.92 (1H, d, J=8.3H 
z\ 7.46-7.83 (4H, m) F 12.47 (1H, s) 


4 


H 


H 


6.68(ia d. J=7.9HzX 7.05 (1H. dd, J=7.9. 4.9Hz), 7.40 (1 
a d, J=7.3Hz), 7.55-7,65 (3H, m), 8.1 1 (1H, d, J=4.9H*X 
12.53 <m s) 


5 


Mc 


3-F 


2.41 (3a s>. 6.65 (1H. d, J=8.3Hz). 6.92 (1H. d. J=8.3H 
z>. 7.20-7.73 (4H, m) 


6 


Me 


3~CF 3 


236 (3H, s), 6.75 (IH, d, J=8.3Hz), 6.90 (1H, d. J=8.3H 
2), 7.53 (1H, d, J=7.9Hz), 7.60 (1H, s), 7.78 (1H, t, J=7.9 
Hz), 7.85 (1H, d, J=7.9Hz) 


7 


Me 


3-MeO 


2.41 (3H, s), 3.78 (3H r s), 6.64 (ia d t J»8.4Hz), 6.68-7.2 
0 (3H. m), 7.09-7.15 (1H. m), 7.53 (1H, t, J=8.0Hz), 12.4 
4 flH. s) 


8 


Me 


3-Cl 


2.41 (3H, s), 6.66 (1H, d, J=8.3HzX 6.91 (1H, d, J=83H 
2), 7.41-7.43 (1H, m\ 7.55-7.58 (1H, m), 7.64-7.68 (2H, 
ml 12.47 (1H. s) 


9 


Me 


3-Me 


2J8 OK s). 2.40 (3H. s), 6.60 (1H, d, J=8.3HzX 6.90 (1 
H, d, J=83Hz). 7.13-7.21 (2H, m), 7.37 (1H, d. J=7.5Hz), 
7^1 (1H. t. J=7^HzX 12.44 (1H, s) 


1Q 


Me 


H 


2.41 (3H, s), 6.58 (1H, d, J=8.3Hz), 6.90 (1H, d, J=8.3H 
z\ 7.35-7.41 (2a m\ 732-7.67 (3a m\ 12.45 (1H, s) 



[0 0 4 8] 



«2] 



50 



BEST AVAILABLE COPY 



(9) 



1 1-292877 



15 



16 



Rex 


R 2 


Y 


NMR (CDQ 5 ) 


2 


Me 


N1I 2 


1.26 C3H, U J=7.2HzX 235 (3H, s), 3.02 (2H, b»X 3.47 (2H, 
dq, J=7^ 5.4Hz). 4,05 (1H, bis), 633 (1H, d, J =7. 6Hz), 
6.75 0a4J=7.6H2) 


3 


Me 


N(c-Hcx> 
COCH 2 Br 


0.90-1.50 (8H, mX 1.52-1.65 (2H. m). 1.66-1.87 PH, 
m), 1.90-2.00 (1H, mX 2.43 (3H, s), 3.41 3.76 (4H, 
mX 4.47 f2H, mX 6.45 (1H, m), 7.02-7.13 OH, m) 


11 


H 


NH 2 


1.27 (3H, t, J=73HzX 2.6-3.4 (2H, brX 3.47 (2H, q, 
J=7.3Hz), 3.7-44 (1H, br), 6.50 (1H, dd, J=73, S.CHz), 6.85 
(1H, dd, J=7.3 T \SHz\ 7.75 UH, dd. J=5.0, 15Hz) 


12 


El 


NH 2 


1.25 (6H, m), Z62 (2H, q, J=7.7Hz). 3.02 (2H. brs), 3.48 
(2H, m), 4.04 (1H, bisX 6.34 <1H, d, J=7.5HzX 6.77 (1H, d. 
J-7.5HZ) 



[0 0 4 9] 



H3] 



0 



Ex 


R 2 


R 5 I R 6 


A 


NMR (Solv) 


1 


Mc 


=o 


3-Br-Ph 


(CDCb): 1.40 (3H, l, J=7.1HzX 2.54 (3H, s), 4.56 (2 
H, q, J=7.lHz), 6.77 (1H, d, J=83HzX 7.45-7.47 (1 
H, mX 7.50 (1H, d, J=8.3Hz), 7.67-7.71 <1H, m) 


2 


Me 


=o 


c-Hex 


(CDCls): 133 (3H, t, J=7.1Hz), 1.43 (3H, m). 1.71-1. 
80 (3H, m], 1.91 1.^7 (2H, m), 2.46-2.60 (5H, m), 4. 
47 <3H, m), 6.99 (1H, d, J=83Hz), 7.6Q (1H, d, J=8. 
3Hz) 


3 


Me 


H 


H 


c-Hex 


(DMSO-dft): 1.13 (3H, t, J=73H*X 1-20 (1H, m), 1.3 
7 (2H, m). 1.63 (3H. mX 1.78 (2a m). 2.26 (2H, (3 
q, J =3-4, 12.7HzX 2.40 (3H, s), 3.61 (2H, brm\ 4.00 
(2H, bra), 4.12 (1H, mX (1H, d, J=7.8nz), 7.7 
2 (1H, brd, J=7.8Hz) 



[0 0 5 0] 



30 £g4] 



40 



BEST AVAILABLE CO^ 



(10) ftmW- 1 1 -2 9 2 8 7 7 

17 18 



4 


H 


=o 


Pb 


(CDd,): 1.43 (3H, t, J-7.3H*X 4.57 (2H, q, J-73H 
z% 6.88 (IH, dd, J=7.9, 1.2Hz), 7.00 (IH, dd, J=7.9, 
43Hz), 7.26-7.93 (2H, m). 7.55-7.63 (3H, ro), B.26 
(1H, dd, 1=4.3, 1.2Hz) 


5 


Me 


=o 


3-F-Ph 


(CDClj): 1.40 (3H. I. J=7.0HzX 2.54 (3H, s). 4.56 (2 
a q> J=7.0Hz), 6.78 (IH. d. J=8w3!fc), 6.86 (1H. d. 
J=8.3H*X 7.01-7.11 (IH, m), 7.24-7.30 (IH, m), 73« 
-7.62 (Hi m) 


6 


Me 


=o 


3-CFy-Fh 


(CDa,): 1.41 (3H, t, J=7.0llzX 235 (3H, s). 437 (2 
H, q, J=7.0HzX 6l72 (IH. d, J=H3HzX 6.86 (IH, d, 
J=7.BHz). 7.52 (IH. d. J=7.8HzX 738 (IH. *\ 7.76 
(1H, t, J-7.3Hz\ 7.83 CIH, d, J=7.8Hz) 


7 


Me 


=o 


3-MeO-Ph 


(CDa 3 ): 1.40 (3H, 1, J=7.0HzX 2.54 (3H, b). 3.83 (3 
H, s), 436 (2H, q, J=7.0Hz>, 6.78-6.87 (4H, m). 7.07 
(IH, ddd, J=83, 2.4, l.OHzX 730 (IH, t, J»8.3Hz) 


8 


Me 


=o 


3-Cl-Ph 


(DMSO<y: 1.29 (3H. 1, J=6.9Hz), Z48 (3H, *), 4.35 
(2H, q, J=6.9H*X 6.72 (IH, d. l=$XMz\ S99 (IH. 
d, J=8.CHz>, 737-7.43 (IH, m), 735-738 (IH, m) t 7. 
64-7.69 (2H, m) \ 


9 


Me 


=o 


3-Me-Ph 


(CDO,): L41 (3H, 1, J=7.1Hz), 2.43 (3H *X 4.57 (2 

q, J=7.1Hz), 6.76 (IH, d, J =8. 3 Hz), 6.83 (IH, d, 
J=83H*X 7.23-730 (2H. m) t 730-7.65 (3H, m) 


10 


Me 


=o 


Ph 


(CDCb): L40 (3H. t. J=7.1Hz), 2.54 (3a *X 233 (3 
H, s), 436 (2H, q, J=7.1Hz), 6.77 (IH, d, J=83 Hz). 

6.83 (IH, d. J=83HzX 7.00-7.10 (2H„ ra), 7.34 (IH, 

d, J=7.8!fe),7.48 flH, t, J=7.8Hz) 


11 


Me 


=o 


o-Pen 


(CDCh* 134 (3H. t, J=7.1Hz), 1.66-1.80 (2H, m), 1. 
94-2.14 (4H. m). 2.15-2.27 (2H, m). 2.54 (3H, s). 4.4 
8 (2H, q, J=7.1Hz), 5.22 (HI, quint, J=9.UIzX 6.99 
(IH, d. J -8.3Hz), 731 (IH, d, J-83Hz) 


12 


Me 


-O 


c-Hcp 


(CDC1 3 ): 1.33 (3H, t, J=7.0Hz), 1.59-1.74 (8H, m), 1. 
81-1.93 (4H, in), 237 (IH, bn>X 233 (3H, sX 4.47 
(2H, q, J=7.0Hz), 6.98 (IH, d, J =8. 3 Hz), 733 (IH, 
d, J=83Hz) 


13 


H 




c-Hcx 


(CDCb): 130-1.48 (6H. m), 1.75-1.B0 (3H. m% 1.95 
(2H, d, J=8.1Hz), 231-237 (2H, m), 4.45-4.49 (3H, 
m), 7.17 (1H, dd, J=7.9. 4.9Hz), 7.72 (IH, ra) 


14 


El 


=o 


c-Hex 


(CDCl 3 ): 130-132 (9H, m), 1.77 pH, 194 (2H, 
mX 2.53 (2H, m), 2.81 (2H, q, l=73HzX 4.48 (3H. 
m\ 7.00 (IH. d, J=83HaX 7.62 (IH, d. J=83Hz) 



[0 0 5 1] [$5] 

30 



40 



50 



(11) ra§B¥ 1 1-2 9 2 8 7 7 

19 20 



0 



Co 


R 1 


R 1 


A j 


Co 


R 1 


R 2 


A 


1 


Me 


El 


c-Pen 


23 


Et 


Me 


2-ThN 


2 


Mc 


Et 


c-Hcp 


24 


Et 


Mc 


2-Th 


3 


Me 


El 


Ph 


25 


Pr 


Me 


c-Hcx 


4 


Me 


EC 


3-F-Pb 


26 


Pr 


Me 


Ph 


5 


Me 


El 


3-Cl-Ph 


27 


Pr 


Me 


3-F-Ph 


6 


Me 


El 


3-Br-Ph i 


28 


Pr 


Me 


3-Br-Ph 


7 


Me 


Et 


3-Me-Fh 


29 


Pr 


Et 


o-Hex 


8 


EI 


Me 


2-Cl-Ph 


30 


Pr 


Et 


Ph 


9 


El 


Me 


4-d-Ph 


31 


Pr 


El 


3-F-Ph 


10 


El 


Me 


2,3-diCI-Ph 


32 


Pr 


Et 


3-Br-Ph 


11 


EX 


Me 


2,4-diCl-Ph 


33 


c-Pr 


Me 


c-Hex 


12 


El 


Me 


3.4-dia Ph 


34 


c-Pr 


Me 


3-Br-Ph 


13 


El 


Me 


3,5-diU-Ph 


35 


c-Pr 


Me 


3-CI-Pb 


14 


El 


El 


c-Pen i 


36 


c-Pr 


El 


c-Hex 


15 


El 


Et 


c-Hep 


37 


c-Pr 


Et 


3-Br-Ph 


16 


El 


Et 


Ph 


38 


c-Pr 


Et 


3-CI-Pb 


17 


El 


Et 


3-F-Ph 


39 


c-PiCHi 


Mc 


c-Hcx 


18 


Et 


Et 


3-a-Ph 


40 


c-PjCH 2 


Me 


3-Br-Ph 


19 


Et 


Et 


3-Br-Ph 


41 


c-PrCHi 


Me 


3-CI-Ph 


20 


Et 


Et 


3-Me-Ph 


42 


c-PiCHj 


El 


c-Hex 


21 


Et 


Me 


4-Py 


43 


c-PrCHi 


El 


3-Br-Ph 


22 


Et 


Me 


2-Pym 


44 


c-PrCH 2 


Et 


3-O-Ph 



VST AVAILABLE CO* 



